espacenet — Bibliographic data 



Page 1 of 1 



IMPROVER FOR BRAIN AND HEART FUNCTIONAL DISORDER 



Publication number: 
Publication date: 
Inventor(s): 



Applicant(s): 
Classification: 
- international: 



- European: 
Application number: 
Priority number(s): 



JP4066571 (A) 
1992-03-02 

KATANO KIYOAKI; OUCHI SHOKICHI; HACHISU MITSUGI; 
YOSHIDA SEISHI; SHINOHARA AKIKO; SHIMOYAMA YUMI; 
TANIGUCHI YOSHIKO; KASHIMA SACHIKO; TSURUOKA 
TAKASHI; INOUE SHIGEHARU + 

MEIJI SEIKA KAISHA + 

A61K31/44; A61K31/4427; A61K31/47; A61K31/473; 
A61P25/28; A61P9/00; C07D215/42; C07D215/48; C07D221/04; 
C07D401/04; C07D401/12; A61K31/44; A61K31/4427; 
A61K31/47; A61K31/473; A61P25/00; A61P9/00; C07D215/00; 
C07D221/00; C07D401/00; (IPC1-7): A61K31/44; A61K31/47; 
C07D215/42; C07D215/48; C07D221/04; C07D401/04; 
C07D401/12 

JP1 99001 74491 19900703 
JP1 99001 74491 19900703 



Also published as: 

QJP2660086 (B2) 



Abstract of JP 4066571 (A) 

NEW MATERIALS 4-amino-2,3- 
cycloaikenopyridine expressed by formula I [A is 
alkylene expressed by formula (n is 3-5) which can 
be bonded to adjacent two carbons of adjacent 
pyridine to form one cycloalkeno; when A forms 
cycloalkeno, Y is H, halogen, 1-4C alkyl, etc. and Z 
is H, OH, halogen, pyrrolidyl, etc.] and 4- 
aminoquinoline derivative or salt thereof. 
EXAMPLE:4-Amino-6-chloro-2,3- 
cyclopentenopyridine. USE:A medicine. Cerebral 
functional disorder improver and remedy for heart 
failure, capable of exhibiting acetylcholinesterase 
inhibiting action, 5- lipoxygenase inhibiting action, 
etc. PREPARATION: A pyridine derivative 
expressed by formula III (D is H or lower alkyl, etc.) 
is reacted with phosphorus halide and then reacted 
with a compound expressed by the formula Z-H (Z' 
is not H) to provide the aminopyridine expressed by 
formula I (Y is halogen, lower alkyl, etc.). 



N H 





OH 



Data supplied from the espacenet database — Worldwide 



http://v3.espacenetxom/p^ 7/12/2010 



DB#B$?f*JT(JP) 



© « ftp m, H £ 



©Int. CI. 5 

C 07 D 221/04 
A 61 K 31/44 
31/47 



AAM 
ABN 



#fp^^(A) ¥4-66571 



If 



6701 
7252 
7252 



4C 
4C 
4C* 



@&BB ¥/£4¥(1992)3J3 2B 



SSIt* 3 (£i4 W) 



@ft 1 A 



s 



®ff B ¥2-174491 

Hi B ¥2(1990) 7/1 3 B 



#g 93 # it © 



■B # * « 



iff Hg 



IS£flF3Ef?r[*l 



ffi 



1 . 9; CD - JR 5* ( I ) 



NH 2 




(I) 



(A*. A li5£-*CH,hi({a U n tt 3 ~ 5 «fi»T' 

5 I T 'J . UT(i) A*5->9D7/^;«S 
C l ~C 6 CD<S»7;i/#;V*X«:7 5 y & 

s£-nr i r 2 (r x . r* a m - r- t * & o r ^ r 



go ^ . f □ y s/ ;u * . tr ^ u *>' ;u & . t: ^ 7 i/ ;u 
$ . n- H ft f ^ ^ >' & . tr U J/" ;i/ & X it fc £ 




T b * < *mm* . >\u V yf&=f- . h y 7 o a 
* « £ . « 7 ;u a * * . E * xtt 
##0 87 ;t/*;i/£. 7i/I, 7 > 

i/'yb^rf£<3«£^L. £ ( f ) A # i* > « 

«7/l/*/Ht^^Ll-5Zii^ -CONR'R' (<B UR* 
&i;RMi-en€n*^ISTF-XliC 1 -C 6 ^ffi;»7^ 

A* X li Z ti s£ 



-443- 




( 5^ • E ttC, ~C S © 7 JU * U > it X tt £ 
-{CH = CHh> ({BU P t±lXlt2^gt)t) © £ £ 
a* t . R* . R 4 &tfRM±fjy #©£<* £££>*) © * 

* y tf y 5/ >&tf4-7 wwivP^S^^ 

©£ . 

c £ $ ± m m *> » ) 

# & 0/1 tt g ^ £ t u-c*rj8fc*r*Hb£to&tf* 

0£iffliii:Mt5. £ £ iz ft L < tt . * « « li 
ft % * 4- T 5 V - 2, 3- is 0 U 7 JU >T J t" y *J > R 
\}\-y % y*yy ic-£ftb£*f#)j£ 



ajE-e#6*©'C*vv**itt. y > x a r ^ 

& % #3 * ft "C v> 4 . 

£Att^££ttBSifc^&g^JSrt© i *' 1 '*- 

H « * ft t # fc # . «Att«*©*£«#. #. 

KKifiLtfR5icgHr&ffitfli**£tfK*©2e 
IS It £ © % 3E © tt # * ; * £ & & f ^ *» « » £ * ft 

- « i- . m % m & . *s k a i» © k © « » tt . n 

©tt'tttttti:Jt*tttt©tt£ft*'K^©"e- 
AT^Stt^Si'tf fchii -t ft tt k . JS £ ifa 

*K©tttt*Ett«**K**K'*"*fl 5 ffl**'*" 
ff_ X tt /£ T T- tt 3& * JE 0> 1* * T K fi < w ic «fc 



»fil¥4-G6571(2) 
« ^ tt S£ * . 1$ £ 7 ;u >W ^? - £ u r tt 

Brt7tf ij xD^^^naiii. ^ © □ y 
« $ © & 4 r* 0 ta $ ^ * e> t *r a » « # a * e> ft 

^tt&&te&#Jt b T 7 >f / Af" 5^ s 

D05/-J 8f. 397 "C- J/, 1 978 *-) & 1/ 9-7 

5 y-r h7k K o 7 f y S/" 61-1 

48154. 63- 1 6681 1 . 63- 23927 1 ^ ) ^ *D £ ft X I* 
K*«ttfe*rS 9-7; /~1.2 f 3,4-x h v t K 

p 7 £ y •>* > ( — to. & 9 o y > ) ^ ^> f > ^ 

6 ( r if • - j. - ■ / > ^ ^ y K • *>" * - ^ • * 

y->r-f*>>J 315#. 1241^-*>. J 986#)#. 
f nUijai^^i: L T © % & tt 75 £ t tt i> 
fr fc < - *fc-tft©fflttffl©*5!fc IUJ i t 4 ^» t 



o T . HP^®^*£©£fi : ©&ftr^£oTig&L 
fc 05 7 >> * 5/ 7 £ & ^ ~^ x ft #5 & $ ^ T . 

*-ftWfcSSt4 0»:«*t'*5fcBft £ ft * 

fb£&£BS#^**-*fc&*£ft"t , ' x * (#3x.tf 
r B J 85. 323 - 32 8 S < 1 985) ; (H) J£86. 44 5 

- 456 M0 986) ; 4$ S3 «J 54 - 1 1 7468 % $8 & -f © 
^(5©*H«»JB4,369,139-§W«S»M). 

#; r . gsK»5iaiR©«ttifii , &T-tt5-y**i/y^ 

- m # % m izftft:<t$nr^z>z\tfrmm2tiz> 
uht. iEtt^ ^©flSKKj^'cs-y^^^y^' 

- -tf m ti /> ; ffi 5 ft ft ^ - £ . M t; i: 5- y ^ * 

y ^ - t? © Iffl S ffj X- tt (b ilp ffl £ t & m z 

jj^btt:;;. 5-ytf*:>>r7"--fe'©r£tt{S:T 

o(«52»i r J. NeurochcD.j 50. 11 4 4 —1150( 1 988) 
&^R^51. 1126- 1 1 3 1 ( 1 988). 3fe 1/ K ffi ?K 6 
rffitl^. «tt. ®3KJ 35(0. 546- 560(1990)^ 



-444 - 



KfcW-6657l(3) 



so. 

TPS. 



NH 2 



NH a 




N^OH 



7- fc K □ £ U > i/ v (dihydropyrindine) ^ 
2-(7*/^/^ i y ) - ^ £ D "< > £ v*;1/tJC - h 

^en £ ft o ft ^ 



Ml 



(n) 



C £ # . fAtt^vf >SXli'>f d^^*>« 
1*4-7 5 / -2- 1 h'o*i^-f h7fcKn*;ij v 

*P £ ftT V> * (U. A». Chei. Soc.J 7K 2205 

~ 2209(i949)^E) £ixe>*(>r 

© X ift K £ < U i> . 

]i^S<fD-XT';^ii, # K )» « IE » £ i: 



<fc £ 3r 2 £ ft * 7 -fe ^ ^ 3 U 

5-u#*j/yt-*tt*»tt- fits 

BP . £ 1 0 * «8 li . T SB tf> - « * ( I ) 



NH, 




(I) 



A li *-fCH a bi(<I b n tt 3 ~ 5 CD » K T* 
* ) ©7fl/#bVl$:$fc^, r ft R & T 

* ft T' * U . HT(i) A*»2/^o7/l/^^*fe 



c 4 ~c e 7 ;u * /i/ft xii 7 * v ft & u . 

fioZti**lfl&^ * K ft * />Dyy«>. 75 
sfc-NR'R'CR 2 . H'li^-'CtSiot^T 
<fc < . i&»7/l/*yi/«Xli / <>i ; ^&S:itit) 

© ft . ^D'j«>';i/«. e^'J'>*^«. 

ft . N-s»t'^7i/*;i/«, »J V & ft x ti ft £ 



-B-iCH 




oTfc«fc<**JiK^ /MI * > * * . 

>^;uft. * tt ft . fi»7;i/^-/|, g « x 

^«0(C 1 ~C l )ft«7^*/K. 7i 7S> 

3/ VI/ * 54- ft 0) ft £ ^ L . * tz ( i ) A * > 1? > * 
$rJ&J&T<2>»£tCl±Y tt ?K ?R ^ X liC.-d © & 
«7iMyi/«^^lfioZlU -CONR'RMfi LR' 



-445- 



♦ 



&r/RMi*ft^ft*$J£*XiiC 1 ~C € ©{&«7;i/ 
* >U & £ &£> b . * l*R' & R' li # [3J t TC, 

rt> X li Z l± £ 




R 5 



E iic, ~c 6 <a 7 ;u * u >gxti:£ 

^CH = CHh» ( L p li 1 X li 2 5: S t) t ) 0 £ £ 
5^t. R* , R 4 &^R 5 liijijffi0f ^c^^^t) <Z)& 

y y tf y > & um- 7 5 y*./y 

) 0Hb ^ Ifc © E £ LTtt. 

& <t £ o) £ $ it 0 & . -r * *> ^ t: y > # c & 

5 £ *f 0 7" • 7JM4fi7^S. « U < tt <fi * 
11?*a««©ttai*Y&tfX©i?lT5£(I ) © it 
£ & XI AO * * & a $ W 8f 8 S ft * M * © « ft 



HCfl¥4-66571(4) 

£ m . * ib * & ft . «s » . y > tt . Gsmu a o) 

* « & . y □ f # v □ ^ ? ? 
u 3 - ;u a . y > =f » . as©. ?x>«. 
•7 u >r y K , $ & £ ft . y ;u ft . * * > a ;i/ 

* >ft«0tf ttft. EH7AA=>*>ft. SOb* 

ft * ( I ) V jt» £ ft * * 9S 49 © <k £ it - & # 
ft i: tt • «fi * £ . »i:7^';^0-gftfl»* 

fht5 7tf y > x x t- v - 1? pi $ aw t m 

* * , M i: Ad *. r jJS t: £ ft 7 > * f 7 ft ffl 

&l/5-y;l?*:>y*-tfffi$tf<fflfc#l£ftoc:fc 
fc*mtT HP *> * 8 W GMb 

ft ffl £ * « r * . 

* . 5- y * v - ^ *t u r , Pa s & <i 

£ W T i 0 T' * % BJ3 <t & tt Jfi 0£ & ffi * £ ^ a 



* II « © - « * ( I ) © <b £ & 7 -fe ^ /u u y > 

x*f 7--tfa*ftffl. $i7Mi/7ffffl&t/5' 

yd?*S/Y*-*H*ttflJ&j*U. 8! f* ± 7 )U y 
'* ^ t - 32 * * * * . IH Jfil « tt A 

Ittfe. - ffl * ( I JT^^tvi^^B^^fb^ 

(inotropic action) 5? U , >b *U 18 ^ $: *9 t , 

^ a ti © « * e t vk m t uhhix^ 

* % Rfl © ft £ ft a * r - ® ^ ( i ) a ts a & a 

ftis 9 a 7 )\'lr S & V & Z V £ . |Ytf^nV> 



$: ^ t Sf 0 ^ a y > ffi t LTtt^l.'lfi^. ^ 
31 . ^ JQ9C =$■ ffi $> y . « Y © « 7 ;u # ;u » & ^ 
r b$ 0c, -c* 7 ;p /i/S t L r n > * ;i/ , X 

yrfji/. n- 7 ^ ;i/ . Y V 7 £ & 3? # 17 €> ft 

R 1 

A' v th y . ZA''S-N( $: jj* t b# - <n 
;u . if/l/, n- 7 D fcT /I/ . >r v y □ t" ;u . n - y ^ 
L T it N- * ^ ;i/ t' ^ 7 - N-(o- t K a * 

> ) y x x e * 5 •>* . n- (p- y d □ ) y x x 

^f^7^;l/ft. N- (o- k y VI/ ) f ^ v /V Si 3f tr 
(TjR 3 . KV R s 0) ^ U >f > JDK =f- t L f tt ;Hi ^ . !fi ^ . 



-446- 



?SIM¥4-B6571(5) 



n-7 h * # * y . g*(Xl±#ft* 

;i/ . n- 7 a e A/ . -< y y □ e ;u . n- 7 ;u . -< v 

C x ~C, 7 ;U * £ L T ft > * JV , * & * 

n-r$;i/, ^y7?Mf^fif^h4, z 

£ L T (0 &-C0NR' R 7 CD (C, ~C 6 ) & » 7 JU * ;t/& 

u r ii > f - yi/ . if /k' n-^D^i/. >r y ^ n e 

;b . n - 7 * J\y . ^y^fik n - 7 5 71/ . % J 7 5 
71/ g ^ £ if £ ft . E h L X 0) (C, ~ c 6 ) y )V * u 

i^v, x v > . yntruv, y f 

* # b£ <z> - $ iU i ) <7Hb £ 0) # £ U^Hte« 
« K . & T & a* -f A ( 1 a ) * 6 * < ! f )i t*W 



(1) 



NH, 




(la) 



^^xiic l -c s oi&«7;i/*yi/«. #.*u<iic, 

- c« cd 7 ;u * & £ r y . z i* m p y > j# -? . ' # 
so, <\tmmm* -e & y . r . .i± x - 2 <o » » r- & 

(2) ft£ 



NHj 




(lb) 



c 4 0 7 & * ;u & v t> y . z i* 7 ^ y & . 7 ;u * ;u 



7i;l, -< > o 7 5 j & . * =7 o jv & x a 

n- a » t* * ^ s/ 71/ ^ v $> y • r co n- a « tr ^ 7 

;ug±coN-B&£tic J ~c«0)&*&7/i/*/i/&. ? 

1 ~ 2 COfiR-Cfc £)T-t*S ft* 4-7;;-6-B 
(3) ft* 



NH 




(I c) 



(3£fp. y ti^^iS^x{ic 1 ~c«cofe«7/u^;i/ 
$ L < tic, ~C« CD 7 A/ * "C y . Ql± 

7i;;i/-(c 1 -c,)7^/#;H, 7 x - ;u & , a 

ft^iz/Hxii^'J^/Htfe'J. ia E co S ft 
C t -C e C7> 7 7b * . 7 $ y 2t&tfCz~C e CO 

7 *> ;i/ 7 = y S . # (c, ~c 4 ) 7 71/ * ;u ^ ;u * ^ 



ffl H <fc ^ « m CO 2 fl £1 ± T t> i r t T* * . rli 

^* > iff 9 . 

(4) 



NH 




(Id) 



-S-Q({BLQIi±EC0^(Ic)i;felt4QkHt 

CO g T- y - rHl-2«fi»ffe 

(5) frjft 

NH, 

a^T< Y (I e) 

N iJ^CH = CH> ? Q' 



-447- 



g. » * u < ttCt-c* © 7 ;u * /HS"C* y . pit 

lXli2T'fc'J. Q'li^i^HSXIillftm 

& l/C, ~C S C9<&» 7 )U * )V& . ft £ L < li 

raUXliffi&ft*^®^ 2 ^^^^*^** 
ft* 4-7 5 y-2-gjft-* / U >»8<*. 

(6) fc£ 



NH 




(I f ) 



[*'t>. y ii*^Jj*^XiiCx~c s tf)<B;#7>i/*/i/ 

;u & r- £> * ) X- ^ $ ft * 
:/»*(*. 

± 5d C7) £ ( i a ) o> it £ to V> & * W * « li • * 



1$BH¥4-K657l(6) 

32 4) ^ BS 2 . £ ft « 3 . Ittil«5. 

I c ) © <b £ 1fc 0 A # ft ft 09 K *i • # SS CD 3i 
fig #9 9 . 10. 11. 12. 13. 1 4 & t/ 1 5 CO it £ ft' * 

£ < 1 d ) <Mb £ 0 A # ft ft #1 1- li - 

»0|17. 18. 19. 20&t/21tf)<b£fcft''fc*. 

£ ( i e ) 0 <b £ 4* 0> A <* W ft £ li . & K <h n 

&fl22. 23&t/24tf)<b£fcft''& * • 

5M i f)^<fc^^o)^<*ftftwii:»±. & se <o 

0£ ffl25& 1/26 0 <b£ ft ; £ • 

0 # £ IC Pfl £ 2 ft £ CO "CM± ^ . 
( A ) *fcqiHb£tt ft* 4-7 ^ /-2,3-i/ * □ 7/t> 

;p . y *xr 4 - J 71^- 2205*- S/(1949*) 



( D ) 




(D) 



®»7;u^;i/Sx»i7 5 y »lSt)t) r- 2 ft 
4k:u Kv»9#*IU*ft^«tlT«p. ^ ft 




> /S * . & « 7 ;i/ * ;i/ IS X li 7 * -/ £ X h U - X' 

litts^jjK^xiiftSffl^fea**^)^^ 2 * 1 * 6 " 
ADy;xtt5,6-i/-^DO'^ , J k > R s f* ft' £ 
& £ ft 6 . r®^o*><t**©x«Tffl^&n 
* M ^ □ y > <b 1* t u r tt * * •> « <b » . * * > 



« « 0 # fiE T * ^ l* ?SE T -C ft x. * ft* 1 • 

ffii<i±^#ftTt 50~ 200*c co as -C30# - 

24 8$ ffl *7 ft ? : U BW^^i:^'^* 

i: ft co - ffi s£ ( m ) 

Z — H ( «I ) 

( * * Z li §y ffi 0 & £ £ *> T . <B L Z li * $ "C 

& 6 c t li ft n ) "C7n£ft2>fb£#Jfe- & 36 i- 

y £ & co ft # T i: £ £ 2 * * - * ^ ^ 




C 5*. * . n . Y ' & Z li h5 tf> & ** £ "3 ) "C ^ 
;b2ft**#9Hb£^££j&-C2*. - « 3fc ( I ' ) 

<b & ^ 0> 5 & t 6 to n li S i: ^ * * * » "C • 



-448- 



if ji/7 = v . ^W^n kf/i/xf ji/7 ? >. \< 

»J i/ y . 4-NJ-i/>f ^7 ? y e'J 1,8- 

* » # «ft * h V ■> A . # BHb * V "5 A . # » # 

£ £ £ H H * b n » JSC CO # ft T tL P ti IE § £ 
T > 5O-2OO1C0fiJK« H T , 30#~24B$R8T'I* 
7T S . 

( B ) * & «W <b £ & tt*4-7 5; WJ>»»»t* 
(i) Z tfS-CONR'R'T-fc-Mb^l&iiTKCO^fc 

Y l± sfj i SE co & % & t> 5 - R" tt c, ~ C« CO <& « r ;b * 
;u £ £ 3* T ) T^.;bS*i*xXx^{b£tt££ 

ffi5£(VI) Y. R B limi&CO&<* ££*>-f) 



»BB¥4-S6571(7) 




(VI) 



ftK. -jfi5UVI)C0 4-7SvMb<£1&£j!Jll*## 

HNR'R 1 in) 
(5£*R S ; RMi ml £C0 £ £*>T ) CO 7 * ^ <b 

^ttlSl6(7; K <b ) * C £ IC* U - » £ < 1 5 ) 




(I J ) 



(5£*. Y . R' . RM± BUNCOS'* & ^*t) X* ^ 
J:KCO^^feCO«-XSC0x^xyi/<bli{^^ 

a r ,t # as # 5 . 

£2XfgC04&C0T$ y {t it 0 a U 7s JV * - )V 

it X U it fs T * . {f DDXA'*-il"fVi/7t- 
hi:C0££ttJ5[£KM^L « P *0~ 150r T' 

co fife £ ffl * - i: An* 3fc 5 # . x*y-;u4icoi£ 
»T- 0 1 ~lOB#[fflco&tt#igfl\: £ * . 

$Elg«7^ K {b ic£ * i£ ( 1 3 ) co <b £ fc> 0> 
£&££tt&£t:M^Lfc^m&CO#&TT*fc# 

##T-Cfci£*7*r*. &£s*tt o ~l5or-cl~ 
(i) Z#S-E-/ O E 7 ^/>r - f 

R 5 



y & -f ch = CHh> £ a t> u . R 3 > R* * RMinySecoS 
£ H ;b T ) -c&*-«5£(i)co{b£&i±. - « 





(^cf. R a . R\ R 5 . p li fin ft CO & £ IS *> T ) 
i: 1 00— 200*C CO £ JK "C . 3 ~24B*f3J L- 

KiiDO-isot:. 1 - i2B$(i3fif;t"*t . ^co- 



-449- 



* 



N Hi 




(2C1'. Y . R' . R\ R s & If p ii HU td © & £ m 
t>?) X' w 5 ft * * # ^ <t G to * H ifi T * * • 
fit J; C J: fJ^fi!in4-®A(l > <0 it £ to 1* & 

* 3 u>j □ v h c J; »J««t4: i: as * 6 . 
* & W 0) m 3£ - tt 3. ( I ) T- « S ft Mt £ SMi 

•t ft 0 <* * tt v « b T £ ^ . # R * 3r 

2 i: J: U , ffc©ifitt0$ll£HMC#8Sft*&i*. 
K # ffl . #«lfflU^btMS0UStL. £ n 
T- ft ^ r * - £ ft Mi 315 6 . -e V> $ o . l$AT?ii« 
1 B £ U ~ffi£( I )T'^*j£ ft i> it ft to £5-500 

ft. <t A to $ -r- W IC «F ?? t ft & * ffi 4) & £ # 

* l < u o . 5 ~ i o m it % « ffi r- * ^ m « u t 



J5BU¥4-GG57lC8) 

£ £ ft * - ~ (0 tf: S=t 0 © £ . 1;U1 Q^^^^c 

LT0.1~10ns£fti?-f*. 
$ i: * % Bfl <t £ #5 ti & ^ fj: T - & |j , ft A. if & S2 

© £ & #1 1 1 , 12. lSfl&fb^fccov^xKfctf* 

£ U ft £ T* 0 LD* fl I* > 500 ns / kg 7? & * . 

k H #1 i: j: y * it ft to <n m m ft * 0$ * r * # . c 

ft £ IC Pfi £ 2 ft * t> <D V \t U ^ . 

gUSLBLLg 4-7 5 y -6- 2 □ D -2,3-*> £ a > x 

; e y ^ > (<b£&ia) 




fife ^3 1 b 4-7 i □ D - 2,3- V 0 □ 




4-7 s y -6- 1 K a 4r^-2 ? 3-i/^ p^v^y t" 

y^vCm/tfi^ rj.A.C.S.j 7J,. 2205 ( 1 949) £ BR] 
(1.8 k). <b» (6.24g) & * * > ^ <b «5 ( 1 05.fi) 

UlSfSt- 120rT'20B$Rfl JdJ^T i> . K i£ 

-r 5 . ft w. & * * j - ^ ( isobc) \z m U . * 

y ^ a & Ad x. . pHi 8 tt«. SI 1 S& x ^ ^ M * % 

V vi> 5 ( ^ a n * ju u V R 53 ) i: T Iff SI t . m 
ttl © J: *) <S 1Mb <& la $: 94 as . « iWb £ 1 b 
1 4 1 ee »9 . 

{fc'alftjla : *H-NMR(CD 3 0l>) 6 :2.11(2H,«). 2.69 
(2H,t) . 2.B2(2H,t) . 6.37()H, s) 

it ft to lb : 1 H-NMR (CD.OD) 6 : 2. 15(211, »), 2.77 
(2H,t). 2.83(2H f t.) 
4- 7 ^ V - B- (4- M*/m'^7 >" 



>T ;i> ) - 2 , 3- ^ a ^ > x > f'J i/ > 
NH* 

/ \ 

N N -CH 3 

'^^f«la©<b^^(820 B «) & t" y 5/ >(30 ffl fi) t: 

jg l . «s * » j» ( i o»« ) in a. sis ia t 3 a pji tt a 

( JK M ^ <K . i;pu*/l/A~^aD*;i/ 
A : > 3» > - /!/ = 30 : 1) i:T*ffKU4-7irh7 
^ y -6- 0 □ □ -2, 3- •> ^ □ ^ > x y tf 'J ^ > (890 

>" V (0.5mft) i: ^| ^ fp . I60T: T- 2 0 M *U JRi U . 

^Sr^DA-. wsixf;i/ i:tfiiaii. mm 

x-r^tf*:***, «t tK ^ « S3 T ^> . « tf. S: y * 
y ;i/ d 7 K i> □ d * /b A : * 9 J — = 1 0 : 1 

<b^«J £: 20«5^ . 

1 H - N .M R ( C DC 1 j ) 6 : 2. 07(2 H, a). 2.34(3H,s). 2.52 
(4H,b). 2. 65(211, t). 2.84(211,1). 
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?§KJ¥4-G657I(9) 



3.44(4H,a). 3 . 88 (2H , br . s) , 
5.72(lK,s) 
3 4-7 i ;-6-^>>>'/l/7 i y -2,3- > ? 



N H 2 



NH Z 





NHCHi 



H % M la (bit £ t * > 2/ ^ 7 i > ( 2 afl) 5: & 
tf*. 180~195rT'24S#ra*ra*AT *. 'N***:'* 
^-7- frZMX. * flg £ « & U . £/ V * * A* * 
7A^D7h(^nD*^A: > * y - ;U = 30 : 1) 

ag ft . 

W20#&£^#t::LTTK0>2a0><b£ia»££ 

Hflfc W 4 : 4-7 = y -5- 2 D p -6- ( f ^ 5 *>" >- 1- 

;b ) - 2 , 3- •> £ p ^ 1/ r / t" »J i/ > 



\ 

NH 



1 H-NHR (CDC1, ) 6 :Z.H(2H,a). 2.70(2H.t). 

2.88(2H,t). 3.02(4H,a). 3.20<4K,a). 

4.37(2H, br.s) 
H ffiffl 5 : 4-7 £ ? -5- ? P P-6-C4->^;i/f^ 

^i/>-]--f;U)-2 f 3-i/^ P ^ >f7 



NH, 

o6c 



/ \ 

*IT "N NCH, 

N / 



1 H-NHRCCDCl, ) S : Z.13(2H,a). 2.36<3H,s), 

2.59(4H.b), 2.70(2H,t). 2.87(2H,t) 
3.29(4H.a). 4.34(2H, br.s) 

Hffiffj 6 4-7 i J -6- ? P P -5- > ;i/-2,3- i> 



4-7 i K □ *^-5-;*x/U-2,3- £/ ? P 

* > r y tf' J i/* > (55 it <D f J.A.C.Sj* JB) (8 20ag) 
frC £«<t*U.2 g ) t * * •> Jfifb* C 1 ■«) * AD 

$i«^i2or-e6Bfnfli!ra)ft-r6. **(4o 

.11) £*0*$iBT31#faj«#b. #tt*'J^A$: 

(^stvif^i/^A)^. mtir z t mint-son* 

LT 74 5» c fc*ftfc. 

1 H-NMR(CDC1, ) 5 :2.13(2H,a). 2.18(3H,s). 

2.70(2H,t), 2.88(2H v t). 

3.61 (2H,br.s) 
flfefl 7 &IE 8 

« 2 £ 13 # LTTS2C0 2a<0{t-&1fc££fiJcLfc. 
H & W 7 : 4 - 7 i y -5- y ;l/-6-(4- > * ;u t* * 
7 ->>-]- >T 71^ ) - 2,2- is 2 u s< y t J 



NH 




•H-NMR(CDC1,) 6 :2.07<3H,a). 2.IJ(2H,a). 

2.35(3H,s). 2.56(4H,bK 2.67(2H,t). 

2.89(2H,t). 3.10(4H,a). 

3.87(2H,br.s) 
^»«8 :4 - 7; y -6-{4-(2- fc K O * -> 7 x — 

;u) tr^ 5 *>" 4 ;i/)-5- > x^-2,3 

- > ? p ^ > x y f 'J i/ 1/ 




, H-NJ1R(D 6 -0«S0 + CD 3 0D) 6 : 1.99(2M,b). 

2.0l(3H.s). 2.65(2H.t). 2.72(2H f t). 
3.07(8H,br.s) . 6 . 75 — 6 . 98 (4H ( a) 
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2U£JUL 4-7 a j -6- (4- v a a y x - to * * >- 
5- > ;i> - 2 , 3 - ^ ^ o^vx^ t? u 



IH^GWft^ft (182«). 4-7na^*:7x 

(o. lafl) £ ti * hoic-c -ikMkir & . te£P&. 

#ttx?-;ufelwit**a ft * 

A u . & ?g & i/ y a Y /b a ^ a < ? d n * ;u a : 
> * y - ;i/ = 50 : I ) -C 19 8 l> . U T . 

1 H - NHR (COC ] , ) ft :2.10(2H.b). 2.20<3H,s), 
2.70(2H v t). 2.89(2H,t). 
4.01 (2H,br.s) . G.90(2H.b). 
7.28(2H.b) 



HBS^io: 4-7 ^ y-6-^>t/;i/f^-5->if;i/-2, 

3- j/ // a * > -r V f y i/ > 
1 H-NMR(CDC1 J ) 5 :2.06(3H,sK 2.13(2H,n). 

2.70<2H.t). 2.95(2ll,t). 

3.89(2H,br.s) . 4.45(2H,s) . 

7.20(lH,t). 7.27(2H ( t). 7.40(2H,d) 
^Jfeflill : 4-7 ^ y-6-(4- t K d 7i-/l/f 

* )-5- ;* ^ ;b - 2,3- :> ? D ^ > r V f 

y >' > 

^. to Si . 

1 H-NMR (CDC1, +CD 3 0D) 6 : 2. 1 ! (2H.b) . 

2.20(3H,«). 2.71(2H,t). 2.88(2H.t). 

6.73(2H.d). 7.14(2H,d) 
mmM\2 : 4-7 i y-6-C(3,5 - 5* - 1- 7 * to - 4- t 
K □ * •> 7 x - f- ^ )-5- > ^ iU-2, 

3-i/i'D^>f>'t ,, J , >"> 



10-15 



N Hi 



w ;u ) * ) - 2 , 3- is o □ ^ > x y f y 




C(CH,), 



OH 



C(CH,), 



1 H-NMR (CDCfta ) ft :1.39(18H). 2. 10(211, ■). 

2.25(3h\s). 2.73<2H.t). 2.90<2H,t). 

4.41 (2H,br.s) . 7.26(2H,s) 
& flgW 13 : 4-7 i ;-6-H-7tf ^ J 7 x - 

fV* * )-5- * * >l/-2,3 - > f D * V T 

y tT y *>" > 

NH, 

\ ^ N A- s _/ \~N H COCH, 

fe *A ft » 3k* . 

Ml-NHRCCOClj^CD.OD) 5 : 2.12(3H.s). 

2.13(2H,.). 2. 21(311, sK 2.74(2H,i) 
2.88<2H,t>. 7.l3(2H.d). 7. 43(211, d) 

SKftflM : 4-7 5 y-5-> ;U - 6 - ( ( kT y 5/ > - 4 



ft « «• - 

Ml-NMR(CDC1 3 ) 5 :2.l7(2H,a). 2.23(3H,s). 
2.77(2H,t) . 2.98(2H f t) . 
4. 14(2H,br.s) . 6.97(2H,d) . 
6. 32(211, d) 

&Jft#)iS : 4-7 = J -6- (4- 7 i / 7 x -i^^)' 

5- > ;u - 2 , 3 - □ ^ > f > tr y ^* 

' H-NHR(CDC1,*CD.0IJ) 6 : 2.I0(2H.b). 

2. 19(3H,s). 2.69(2H,t) . 2.85(2H,t) 
6.6l(2H ( d). 7.12(2H,d) 
fl£ W 1 6 4-7 i J -5- / -f- /I/- 2, 3- •> a > r 

y t' y s/ > 
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nmm 6 <z><t£to (so.g) * x * j - >u < 1 ■*) £ 

fg ir L 10%Pd-C(15Bg)T'^ST. # £E T 5 B$ fffl g 
fc)87t£'n*^T6ttCD2PP££Iftttbfc. > 

45«gft fc . 

'H-NMRCD^O)* : 2.13(3H,sK 2.25(2H,i), 

2.79(2H,t). 3.05(2H,tK 7.75(lH,s) 

gJB_fll7 6- 2 a □ -4.5- 7 i / -2,3-i/ 5? □ * 
y t J \£ l ) is > 



NH 




y^ij >>* > (4l0»g) H 3L*^t « (610»«) t * * V & 

<b«d>A) &ad*, #^4u6oickti5!$ raster 

5. (50»fi) JO * 1 B*R3«i# U . 5N*tt<t:f 



T$B3^4-66571(11) 

x H-NMR (CDC1 3 ) 5 :2.12(2H,b). 2.70(2H,t). 

2.S9(2H,t). 3.40(2H.br.sK 

4.00(2H.br.s) 
31 JEW 18 4 , S-is 7 z y-2,3 - > 0 D ^ > x y t" 

& n m * . 

1 H-NMR (D» 0) 6 : 2.26(2H.»K 2.82(2H.t). 
3.03(2H,t), 7.63(lK.s) 

HIK«19:4.5-i/'75 -6- (4- 7 n D V x - 
* ) - 2 , 3- £/ 2 P^Vx^fc* 

, H-NMR(CDC1 3 )5 :2.)4(2H,b). 2.75(2H r t), 



2.93(2H.t). 3,7Z(2H, br.s) . 
3.89(2H,br.s) , 6.93(2H,t). 
7.18(2H.q) 

3ll««20:4 f 5-J/75 y-6-(4-t K □ * ^ 7 x - 

)U * # ) - 2 . 3- *> ? a V f J tr U *>* > 
l H-NKR(0 6 -DMSO) 5 :1.9S(2H,a). 2.64(4H.«K 

6.68(2H,dK 7.07(2H,d) 
H«W21 : 4,5-S/" 7 5 J -6- (3 . 5-*> _ - t- 1 * *-A- 

t K P *£>7x-*'f , *>-2»3-S'* a 

^ v =r j y£ y v 7 v 




'H-NHRCCDCl,) 6 :1.35(18H). 2.10(2H,»K 
2.73(2H,t). 2.89(2fl,t). 
4.01 (2H, br.s), 4 . 33 (2H ,br . s) 



NH 




;ur t K(J.83»4), ***»tt(i.7«ft) <n&&totr 

i6orcT3.58$rais^r 5. iN*mt* 

h y OA(io»Ofc;&ax££T30#m#L#»x^ 

iHCTWlillti. #J ft # & * ft . # j* « L # ft 
t 5Mfi fit (1 SbC) 5: *p 4 IE AD fft iS * 1" * . 
^^filiT if« L . *7>^-7tK (20 

■ fi) t^jgT14B$HHaj¥t5. feSSr*«lL. 60 
%S*x* U S tS ft €: t7 <C ^ « SE ft ^ * 

$r 680.g^^:. 

' H-N«R(CDC1, ) 5 :4.73(2H,s). 6.89(|H,s). 

7.27(IH v d}. 7.3-7.46(4H,») . 
7.60(2H,»). 7.62()H t d). 
7.66(lH,dd). 7.73(lH,d). 8.02(]H r d) 
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% ffi W 22 t n & <D H ft T? >" k w 2 a O <t £ ft £ 
££6#}23 : 4-7 ^ y-2-(3,5-i/-t-yf-^-M: K 



Nil, 




CH=CH 




OH 



(CH,), 



VH-NHKCCDCl,) 6 : 1 .4SC18K) . 4. 73(211, s). 

5.40<1H.s). 6.89(lH,s). 7.26(lH,d) 
7.51 (IH.b) . 7.63(lH.d) . 
7.67-7.90(411, b) „ 8. 08(111. d) 



i Iff! . 



MI-NMR(CDC1,) 6 : 2. 39(311, s). 4.65(2H,s). 

7. 30(11!. ddt) . 7.33~7.43(3H,b) > 
7.52~7.70(5H,b) . 7.88(lH,d) . 
8.01 (lH,d) 



% m ffl2$ 4-7 i J - 2 - (N- y * /U 1> * 4 /!/ ) 

* y > 



NH, 




CONHCH, 



(A) x * >U 4- fc K ci * •> -2- * y U > > ft 
4 - t K Q * S/-2- * y "J > 1) )V * > ffi (50g) £ i? 

> ^ j\/ * ju* * i/ K (250nfi) 3^<bx 

^;K32bC) t $ 8**31 :f h 'J •> A(44.5g) 5: AD A. 

$ a t i « b# ru m # r a . * ( i « ) * /jo * . *? .* -r 

6 & £ i*& U . 53.5g<Z)£ft 
ft £ ft ft fc . 

1 H - NMR (CDC) 3 ) 6 : 1. 45(311, t). 4.49(2H,q), 
7.00(IH,d). 7.39(lH,dd). 
7.46(lH.d) , 7.67(lH,ddd). 
8.38(lH.d). 9.20(lH,br.s) 

(B) if ;u 4-7 i y»2-^ y 'J v^yu^*^ 



A0<t£&(2J.7 G )£7-tr K X h'J )U (500nG) H 



j$$ L . ^ D U 7^ )V — )V 4 V 'V 7 t — h (10.4 

io% «ifttx ^ y ~ ;i/j5?«(500bC) fej&Di. 3cfiT 

2 B3fnB«*?f 6 . K * ( 200»fi) 

All *. . gj=Kxf ^tft^ti. * m £ 1 N * HMt 

t MJ ^ a t 7 ;i/ * 'J it t 0 . □ □ * ;i/ A t i 

as -r a . mi as « * * ft u . & & » , m u 

to Hit H to £ 15.5gt(J . 

* H-NMR(CDC1 3 ) 6 : 1.47(3H,t). 4.53(2H,q). 

4.96(2H,s) . 7.43(lH,s). 

7.54(lH,ddd) . 7 . 7 1 ( 1 H , ddd ) . 

7.79<IH,d). 8.20(lH,d) 
(C) B 0ft£1* (4.32c) 5:40% ^ f iU7 = > * ?8 
ttMO.OKJBJKL. *S>" 4 B$Ram^^. *(300 
bG) StAH*. firaitt^ftxf ^i/Trjft^ti. ftB 
tt & * ft . ft « & . « «S L . ® *> *v fc $ # & <*> 
ifl & x - x ;b h fftft x ^ ;u co i£ ft T* ft # L T * 

'JS fife i <*) 25 O) & ft <b ^ to £ 3 . 58* $ f- . 
' H-NMR(CI)CI, ) 6 :3.08(3H,s). 4.99(2H,s). 
7.31(IH,ddd). 7. 36(111, s). 



7.48(lH f ddd) . 7.59(lH,d) . 
7.97(lH,d), 8.30(lH,br.s) 

m mmi B 4-7 ^ y - 2- ( tr ^ y > - 1 - & - * iu 

* x ;u ) * y 'J > 



NHi 




^lteW25(B) 0)<l£to £ ffl t> . ^^W25(C)^mj 
« 0 ^ & "C £ J& L T *S £ 15 5. 0 T ffi u ? d (b ^ to £ 
ft . 

1 H-NHRCCUC1, ) 6 : 1 .57(2H, br.s) . 

1 ,70(4H f br.s) . 3. 51(211, ■). 
3.66(lH,dd) . 3.75(lH,dd). 
3.77(2H.br.s) , 3.99(lH,d) . 
5. 00(211. br.s) . 6.83(111, s) . 
7.46(IH.dd) 

& m w i y t >\s =j u ^ x * f v - pn is wi 

* % W 0) <b ft tf> 7 1r f ;u 3 U vi^rv-^ 
PH '.If iff tt I* £1 T <B /i ifc T S»J '4- U f_ . 
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JSCS ¥4-66571(13) 



liH S.S'-^'f ^•t'^-(2--M'<y , /'f 
0 7 *s V K ) . 0.01 % v ■?* > . 0. 5. M7ir-^ 
# 3r t y > £ 3-t/lOO.M 'J > K«««(pH7.4) * £ fc 
*££«K*f5^0<b£a0»fc£i0*-. « 55. 0 

£ * (t$*10(M) . 305}Rfl£# 

ft. 4O5n.<0 » #«(a) £ S3 £ b . ^ B# tC * « ^ 
0*b£fc*£S£^W&0£j£tf0#ftjK(b) & 

.[< b - a ) / b : ] X 100K * »J *flS b fc* 7tf 
;i/:3 y :/xAT7-1*?£tt£50%ffiSTa#£BB 
fb£& 0 * IC S . til (g/»fl) & 3 1 K Rtt b 



u 



s I 



u 



U 



o 



I 

o 



I 

o 



I 

o 



I 

o 



X 

rvi 



X X 



X 



X 



X 



X 
r— 



CN1 



i 

o 



f 

o 



X X 



X 

ca 

oo 



X 



X X 
to — 



— UD r-i 



O — rvi f-J 



in to r~ 



I 

O 



X 



X 
o 



X 
to 



X 
to 



X 



X 



o 

X 



t 

o 



X 



X 
r j 



OJ p«i cni — • 



CM CO 



LO CD 



00 



X 



i? if 



/ 



1 ffif 6 E tf> ddy V ^ X £ ffl v> . # # 08 0Hb £ 1fc 
«t tfO.lnfi/lOg i: * <fc 0 H 1 % V -f - > 

*»kk«« bfc) tiiJttrtttt^b. 3o#ra& 

i:j8^<i:*HI8»^lES-f-3t^« & £ * > 7 * 
l90«.Hg C«J£bfc. «£M#^*> v * A 

fiflflit*:**). ^2i:ffittUt. &5Ub£ftli30 



<b£ttNa 








1 a 


1.05 


7 


1.12 


1 b 


1.50 


22 


1.00 


2 


0.99 


23 


0.85 


3 


0.89 


24 


2.19 


4 . 


1.71 




6.33(l0«gAg) 


6 


2.00 


x-ty >Ufctfc) 


2.43(0. lBgAg) 



8Ai3 3 s-yrf^s/y-f-tffflSflsffi 

<7)&*gtik{*-73^j(y h y — X (Gibco Labor a- 
tories)ti») K 10% RCS £ £ O J£ # # ^ IC IS ffl b 
5%C0 2 >r V^rL^-^-rtT37T:t:Tlg#-ri. 
lfflJl&£&^#»bT$rtyv»ffi8Hfc£lI£tt* 
PH7.4T' 2~3|Hl&fr b . f ft^fflflS*. 
It lid EDTA fcI0%x^U>^y H - JV £ S U 
50aM 'J 'J OAflfRffipH 7.4K#ffi2i+*. 

*«±T'?^^ b ^ ^ b Ifflft! ^ 20KHzT' 15^PJJ©|G 
* 2 0« y jg b . 17000 x gT'30^Rgia^ 
^»b. xffir$r5-y7tf*->y^-^»3fijtttbT 

0.38iH7 7 * K >». O.IH'J >i*'J ^Atti 
«( P H 7.4). 2«M ATP . 2.K CaCfi, i 1/ * $ ^ CO 
<b O > ^ ^~^«tt*^^4S)5fti:8iSi:© 

mmrnt: m ibs^), 37icr'57>riflSi52 

-tir i . 0.2M 0 x > tt 10^ £ ifl ^ T VG £ it *) - MC 
DP^&tt { »»<t»§ff ^ft r ? it -LP0(tfl 
fr>f^ ^ A)(DJ|2K^} 250^C £ J!W * ^ . 37 TC 



-455- 



?*KI¥4-G6571(14) 



■t'2o#r,ajs:£&, moootpd, io#na)u. 

Jiffi0 675n B <D«##&(a)fcB3£ H B$ K * * 

f£ ft £ £ ^ * * ^ * * 

0£J6#<a#)tJE(b)*:8!& U. 5- U # f * * 

( ( b - a )/ b ) X 10 OK X U # 

* « <b £ % tf> « S. V th * IC 5 o tfi & 3* 3 IC ffi tt L 

& 3 





I c 50 




I C 50 


11 


1.7X10 _S 


21 


6.0x10-' 


12 


1.5X10"' 


23 


1.8X10"' 


14 


1.4X10"* 







^ * o fc «> «t a l * . dkso izmm l-z<» 

* 

ft * . © tt a © « *a # * t * * -c « ^i:fft 



One P T K , - > 




4 






-Cog PIE JO 




-flog PIE, 0 


6 


<4.0 


22 


<4.5 


7 


4.21 


23 


4.85 


11 


4.90 


24 


5.77 


12 


<4.0 


25 


4.48 


16 


<4.0 


9 9* J>(Jtt£) 


5.51 


20 


4.90 




4.48 



sjyp & s «s « « » «s « ^ « 

SD7 7 h 0) .if » 5: « » L, . £ -t- S «S 5r « U » L- 
,i,.Si:(4«l£li5llSa8atfA l S'j:i'iffl , J»L 
t, 4> B? m « * t U T 35 % 0, + 5 % CO, V ft ft b fc f 
1/ V'X - ^ > < 5 -< h » & ifl L ' f * * * * 
CSiLt. 0. 25 g «) ifi » 5: SR . « «8 » *> ~ ^ 



©Int. a. 5 

C 07 D 215/42 
215/48 
401/04 
401/12 



§ □ 



w % mm 



Si 



± 



7019-4 C 
7019-4 C 
8213-4C 
8213- 4 C 

«s^il|^^m^bEfiPI53fflT760 
^^JH!Sm^m^bEI5PllOtr760 

»SJI|^«f^m^*EBliHlBI760 

«ijRjii**«m**EWBiBi7eo 

WSJ 1 1 !lMi& ffi f8*EI5PIS9nr760 



HP 



a 



PP 



• a 



-456- 



